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Re: Docket No. 99D-0484
Accelerated Approval Products:
Submission of Promotional Materiails

Dear Sir or Madam:

Merck & Co., Inc., supports DDMAC’s effort to develop guidance regarding the
submission of promotional materials to CDER and CBER for products approved
under FDA’s accelerated approval regulations. Having recently launched
CRIXIVAN® (indinavir sulfate) as an accelerated approval product, Merck has had
first-hand experience with the process and welcomes the opportunity to comment.

Merck believes that certain aspects of the draft guidance are overly restrictive in
an attempt to ensure industry compliance with the requirements of 21 CFR
314.550 and 601.45, the regulations that mandate pre-clearance of promotion
developed in support of accelerated approval products. While Merck supports a
30-day pre-clearance requirement for these accelerated approval materials
(effective with “accelerated” marketing approval and continuing through receipt of
“full” marketing approval), Merck respectfully objects to the language in the draft
guidance that mandates the pre-approval submission (i.e., prior to “accelerated
approval” labeling) of all materials intended for use in the initial 120 days following
marketing approval of the product.

In addition to being overly restrictive, the draft guidance contradicts FDA'’s current

recommendation that sponsors initially reach agreement with FDA on “core”
documents (e.g., primary detail brochure, journal ad, announcement letters) from
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a planned launch campaign, with the understanding that additional campaign
components will subsequently conform to the agreed-upon core documents. This
practice reduces the initial volume of materials requiring DDMAC review and
ensures more rapid turnaround on subsequent materials that can be prepared in
compliance with core materials.

Based on our experience with CRIXIVAN, Merck believes that implementation of
ongoing (“rolling”) submissions can be just as effective, if not more so, in ensuring
the development of appropriate promotion for accelerated approval products. It is
the nature of the labeling review process for those certain products eligible for
accelerated review that the text of product labeling remains in flux throughout
labeling negotiations, becoming “approved product labeling” only upon receipt of
final signatures to indicate Agency and sponsor agreement on all labeling issues.
As described in the draft guidance, sponsors will be asked to submit draft
materials intended for use during the first 120 days following marketing approval to
FDA for review prior to receipt of final labeling. Merck believes this request is an
inefficient use of resources at FDA and by the sponsor. Submission of materials
prior to receipt of final labeling, or prior to receipt of labeling that is considered to
be “close” to final labeling, practically ensures the need for extensive revisions
and, therefore, subsequent agency reviews. Considering the volume of materials
generally planned for use in the first 120 days following marketing approval and
the number of eleventh-hour changes the labeling for products in this category
may undergo, FDA demands for pre-approval submission of all materials intended
for use in the first 120 days following marketing approval would place an almost
impossible task on product sponsors and, at the same time, unnecessarily inflate
DDMAC’s workload.

In addition, as acknowledged by FDA with the inclusion of two circumstances that
“may preclude a sponsor from submitting every promotional item intended for use
during the 120-day post-approval period,” there are important, unexpected
situations that could necessitate an immediate promotional response from the
sponsor (see representative list below) during the initial 120 days following
marketing approval.

+ Marketplace dynamics

. Patient compliance concerns

« Reprints published post-approval

. Dosing recommendations (e.g., nephrolithiasis issues with CRIXIVAN)
« Product safety issues

Merck respectfully requests that DDMAC acknowledge these exceptions not as
“rare occasions” but rather as common occurrences that are impossible to predict
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in the course of normal business practice. The frequency with which these
unexpected situations arise could, in effect, negate any benefits expected from the
pre-approval submission requirements. Merck encourages FDA to re-consider the
draft guidance to address this concern.

Further, Merck is also concerned that the language of the draft guidance may be
somewhat ambiguous to a sponsor with no prior exposure to the accelerated
approval process. For example, the time period variously described in the draft
guidance as “post-approval” and “post-marketing” could be applicable to the time
period occurring pre- and post-marketing under the accelerated approval process
and also to the pre- and post-marketing time periods following full approval.
Clarification of the specific time period being referenced would simplify the
guidance and enhance compliance.
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Ellen R. Westrick, Executive Director
Office of Medical/Legal
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